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C DEPARTMENT OF HEALTH & HUMAN SERVICES

N

Food and Drug Administration
NDA 20-496/S-005 . - Rockvilie MD 20857
Aventis Pharmaceuticals, Inc ' . SEP 27 200
Attention: Ms. Cora Collins, US Drug Regulatory Affairs
10286 Marion Park Drive
P.O. Box 9627 _

Kansas City, MO 64134-0627 _ ~

Dear Ms. Collins: - -

Please refer to your supplemental new drug application dated August 25, 1998, received

- August 26, 1998, submitted under section 505(b)-of the Federal Food, Drug, and Cosmetic Act

for Amawl" (glimepiride) Tablets, 1 mg, 2 mg, and 4 mg. ™

We acknowledge receipt of your submissions dated April 8 and November 11 and 24, 1999. -
Your submission of November 11, 1999, constituted a complete response to our June 4 1999,
actlon letter. -

This supplemental new drug application provides for the addition of a “Geriatric Use” subsection
to the PRECAUTIONS section of the package insert for Amaryl in patients with type 2 diabetes
mellitus.

-

We have completed the review of this supplemental application, as amended, and have
concluded that adequate information has been presented to demonstrate that the drug product is

. safe and effective for use as recommended in the agreed upon labeling text. Accordingly, the

supplemental application is approved effective on the date of this letter.

The final printed labeling (FPL) must be identical to the submitted draft labeling (package insert
subrmtted November 11, 1999). - -

Please submit 20 paper copies of the FPL as soon as it is available, in no case more than 30 days
after it is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. Alternatively, you may submit the FPL electrcnically according to the guidance for .
industry titled Providing Regulatory Submissions in Electronic Format - NDAs (January 1999).
For administrative purposes, this submission should be designated "FPL for approved
supplement NDA 20-496/S-605." Approval of this submission by FDA is not reqmred before the
labeling is used.

In addition, pleasc submit three copies of the mmductory promohonal material= that you propose
to use for this product. All proposed materials should be submitted in draft or mock-up form, not
final print. Please submit one copy to this Division and two copies of both the promotional
matenals and the package msert directly to: . ,



NDA 20-496/8-005
~ze2

" Division of Drug Marketing, Advertising, and Commumcauons, HED-42
Food and Drug Administration

5600 Fishers Lane o

Rock'ville, Maryland 20857

If a letter commumcatmg important information about this drug product (i.c., a "Dear Health
Care Practitioner" letter) is issued to physicians and others responsible for patient care, we
request that you submit a copy of the letter to this NDA and a copy to the following address: T

MEDWATCH, HF-2 —- - -

FDA - -

5600 Fishers Lane - o

* Rockville, MD 20857 —

We remind you that you must oor.iply with the requirements for an approved NDA set forth
under2l CFR 314.80 and 314.81.

~ If you have any questions, please call Ms. Jena Weber, Regulatmy Project Ma.nager, at : —
-(301) 827-6422

Sincerely,

— (/85

David G. Orloff, MD. -
— Director
- Division of Metabolic and Endocrine Drug Products
- o - Office of Drug Evaluation II
Center for Drug Evaluation and Research

~ APPEARS THIS WAY
~ O ORIGINAL | o
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~— = Ineddition..all previous monsas:eﬂectedm.the.mﬁstmcmﬂy.ﬂbpmmdlahding
must be included. To facilitate review of your submission, please provide a‘lnghhghml
or marked-up copy that suows thechangestha&mbemgmade.

C

NDA 20-496/S-005

‘ JUN 4
Hoechst Marion Roussel )
Attention: Ms. Cora Collins, US Drug Regulatory Affairs

10236 Marion Park Drive

P.0. Box 9627

Kansas City, MO 64134-0627

-

Dear Ms. Collms o -

Please refer to your supplemental new drué“ application dated ;&ugust 25, 1998, received
August 26, 1998, submitted under section 505(b) of the Fedetal Food, Dmg, and
Cosmetic Act for Amaryl® (glimepiride) Tablets.- - -

We acknowledge receipt of your submission dated February 1 l, 1999,

This supplement proposes the following change: a “Geriatric Use” subsection in the
PRECAUTIONS section of the package insert as per 21 CFR 201.57(6(10).

We have completed the review of this application, as submitted with final printed
labeling (package insert submitted August 1998), and it is approvable. Before this
applicatiori may be approved, however, it will be necessary for you to provide additional
information on your Geriatric population using this chart below.

s

/‘)10"/4@'

1%

Patient | Number | &| # | HbAIC HbAIC - .. | Severe Other
Age - | Baseline _ (at end) gﬁglyw
+ SD (initial) |
65 - 69
70 =75
75+




(301) 827-6422.

)

NDA 20-496/8-005
Page 2

If additional information relating to the safety or effectiveness of this drug becomes

- available, revision of the labeling may be required.

Within 10 days after the date of this letter, you are required to amend the supplemental
application, notify us of your intent to file an amendment, or follow one of your other
options under 21 CFR 314.110. In the absence of any such action FDA may proceed to
withdraw the application. Any amendrment should respond to all the deficiencies listed.
We will nog process a partial reply as a major amendment nor will the review clock be —
reactivated until ait deﬁcxencxes have been addressed. L

This product may be. conmdcred to be misbranded under the Federal Food, Drug, and
Cosmetic Act if it is marketed thh this change pnor to approval of this supplemental
apphcanon.

—

v

If you have any questions; please contact Ms.Jena Webet Pm;ect Manager,

) — Sincerely yours,
@ it
— Solomon Sobc( ?
Director

Division of Metabolic and Endocrine Drug Products~

Office of Drug Evaluation Il
— Center for Drug Evaluation and Research’

APPEARS THIS WAY
ON OEIGINAL -
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APPLICATION NUMBER: 20-496/S005

FINAL PRINTED LABELING

J— o



FINAL PRINTED LABELING HAS NOT BEEN SUBMITTED T6-THE FDA

DRAFT LABELING IS NO LONGER BEING SUPPLIED SO AS TO
ENSURE ONLY CORRECT AND CURRENT INFORMATION IS
DIS SEMINATED TO THE PUBLIC.

~ APPEARS THIS WAY - -
- ON ORIGINAL :
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. DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration

Date: 11/30/99

From: Saul Malozowski

Medical Team Leader

"~ Memorandum
m

- Subject: Amary)-Geriatric Labeling, NDA 20-496 SE8-005-BL. Team leader recommendations

To: Sdlomon Sobel
Division Director, DMEDP

" The sponsor has sent information regarding the use of this SU in geriatric patients. The
data was obtained from non-US and US studies supporting clinical trials as well as fromr— .
_ spontaneous adverse reaction reports. Data from clinical studies suggests that the safety profile
for this age group does not differ from that seen in younger patients. Spontaneous adverse
reaction reports are difficult to analyze because we lack a denominator, but this data does not
raise concerns of undue ill effects. The language in the current proposal is fair and alerts to the
complications that may occur with the use of this drug. These warnings are quite encompassing

because the sponsor expands in more detail than the data provided suggests. In this sense, I think

that both health professionals and patients are well served with the current proposed wording.

-~ Conclusion®”
1 recommend approval of this labeling suppiement as proposed by the sponsor

APPEARS THIS WAY
ON ORIGINAL
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Geriatric Use
anSchmcalsmdxesofAMARYL.ﬁﬂ&—-v of 1986 — pauentswereGSandover

. abjects, —
e - -but greater sensitivity of some older individuals cannot be ruled out

). No overall differences in safety or effectiveness were observed between these subjects and younger

WMMWW-

Comparison of glimepiride pharmacohneucs in NIDDM patients £65 years (n=49) and those >65 years
(n=42) was performed in a study using a dosing regimen of 6 g daily. There were no significant - -
_differences in glimepiride pharmacokinetics between the two age groups. (See CLINICAL

_ PHARMACOLOGY, Special Populations, Geriatric.) - ]
" This drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to this drug may
be greater in patients with impaired renal function. Because elderly patients are more likely to have
decreased renal function, care should be taken in dose selection, and it may be useful to monitor renal

Wmﬂ_ln eldetly, debxhtated, or malnounshed pauents. orin panents wuh renal or hepanc
insufficiency, the initial dosing, dose increments, and maintenance dosage should be conservative hasm

rponblood glucose levels prior 10 and afier initiation of treaument to avoid hypoglycemic reactions.
Hypoglycemia may be difficult to recognize in the elderly and in people who are talcmg beta-adrenerglc

Renal Insufficiency; PR.ECAUTIONS General, and DOSING AND ADMINISTRATION Specific Patient
Populatzon.) :

T APPEARS THIS WAY
ON ORIGINAL -
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: _
“a,  —- DEPARTMENT OF HEALTH & HUMAN SERVICES .  FoodandDng o
% Administration o

(.. ) “O R‘ C ‘t :\' A L Memorandum '-

Date: 1/17/99 .

From: Saul Malozowski
. Actmg Medical Team Leader

Subject: Amaryl, Geriatric Labeling (NDA 20-496-Sir-005)

“To: Solomon Sobel .
Division Director, DMEDP -

T

.In reviewing the information submitted by the sponsor regarding the labeling of this
_product for geriatric populations.it appears that the sponsor has followed in excess of 400 -
subjects using this medication. Data collected from this group could be invaluable to better
iabel this section. The sponsor states in the label in general terms that the effi icacy and safety T
of Amaryl appears to be the same as that observed in the pivotal studies. Because the datais

available, | believe that this claim should be better substantiated wuth the available data and its
analysis.

Ad09 F19ISS0d 1538

( 4dition, an lmpllcit warning regarding the unknown safety prof le for this age group should -
450 listed unless the data shows otherwise. B

af

Cc: Drs. Misbin/Koiler

-

" APPEARS THIS WAY
— ON ORIGINAL -
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‘ -
Hoechst Marion Roussel
May 30, 1997
Hoechst Marion Roussel, Inc.
Centeral Document-Room . N arion Fark Drive
Center for Drug Evaluation and Research Kansas City, MO 64134-0627
Food and Drug Administration -~ Telephone (816) 966-5000
Park Bldg., Room 2-14
12420 Parktown Drive
Rockville, MD 20857
Subject: NDA 20-496: Amendment of Patent Information
Dear Sir: - — ~

The undersigned-submits the following amendment to the patent information previously
submitted for Amaryl™ in NDA 20-496, , o
PATENT NUMBER: " United States Patent No. 4,379,785

NEW EXPIRATION DATE: April 6, 2005

T R - AT RTICT R PT Y

PATENT OWNER: Hoechst Aktiengesellschaft
- 65926 Frankfurt am Main o,
: Federal Republic of Germany _
) - :
EZJEXPE OF PATENT: __ Drug substance, Drug Product Composition and

Method of Use.
__The undersigned declares that United States Patent No. 4,379,785 covers glimepiride, the
| drug substance contained in the drug product Amaryl™ which is the subject of NDA
i 20-496. Amaryl™ is currently approved under Section 505(b)(1) of the Federal Food,
Drug and Cosmetics Act.

.—u,-..q .,

" Two copices of this declaxauon are submitted. Please list the above patent in the Orange
~ Book Publication.

; Submitted by: _éd’f %
- Elaine Waller

) . Vice President -
' ) . North American Drug Regulatory Affairss —

Hoechs-l Marion Roussel
y A member of the Hoechst Group

2 : 'Hoechst




L EXCLUSIVITY SUMMARY FOR NDa # A0~45( surPLE_(0O\S

Trade Name ﬂ/m ﬂ)«’f Generic Name glzme 2(;(114&
Applicant Name #@K_Ab’éﬁ"éj//dm $ S /D

- Approval Date If Known

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? , -

-

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete PARTS II
= and--II1 of this Exclusivity Summary only if you answer "yes" to one*“
or more of the folleowing question about the submzssaon

o a) Is-it an _onglnal h?_DA?  vEs /g O //
~ b) 1Is it an effectiveﬁess supplement? )
- yes /L7 No /___/
If yes, what type? (SE1, SEZ, etc.) S8

c} DPid it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? —(If it required review only of biocavailability or
bicequivalence data, answer "no." ’

. N YES/// NO /___

If Your answer is "no" because you believe the study is a
bicavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a  bicavailability—study,
including your reasons for disagreeing with any arguments made
by the applicant that the - study was not simply a
biocavailability study. o

If it is a supplement requiring the review of clinical data
but it is not an effectiveness supplement, describe the change
or claim that is supported by the clinical data:

( Form OGD-011347 Revised 10/13/98 oo
. cc: Original NDA Division File . HFD-93-Mary Ann Holovac




(g d} Did the applicant regquest exclusivity? #////,
' \ YES /__/ NO /

If the answer to {(d) is "yes," how many years of exclusivity
did the applicant request? -

e) Has pedlatr1c exclusivity been granted for this Active
Moiety? '

. . NO T

— IF YOU HAVE ANSWERED "NO" 'I"0 ALL OF THE _ABOVE QUESTIONS, GO
DIRECTLY TC THE SIGNATURE BLOCKS ON PAGE 8. .

.

2. Has a product with the same active ingredient(s), dosage form, -— -
strength, route of administration, and dosing schedule, previously -
been approved by FDA for the same use? (Rx to/OTC switches should —_
be answered NO-please indicate-as such) -

ves / N/ No/__/

1f yes, NDA #_20- b . Drug Name d‘w&{yir

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE

BLOCK B,

3. Is this drug product or indication a DESI upgrade?
. —  —~YES/__/  NO [

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

PART IX FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

~~ (Answer either #1 or #2 as appropriate)

Has FDA prevmously approved under section 505 of the Act any drug- _—
product containing the same active- mo;ety as the drug under
consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has
been previougly approved, but this particular form of the active
moiety, e.g., this particular ester or salt (including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(j (such as a complex, chelate, or_ clathrate) has not been approved.

. ] - Page 2 - [_/////



B

Answer *no" if the ¢ i
. ompound require ‘i ; ‘
than gt A ires metabolic con
deesterification of an esterified form of the d;r‘g‘)s:t:oonpx(:ggher
uce

an already approved active moiety.
yes 1T wo/__/ "

APPEARS THIS WAY
ON ORIGINAL



If "yes," identify the approved drug product(s)} containing the
active moiety, and, if known, the NDA #(s). "

NDA# 'ao-ff?(g Mnr'pcp

NDA#

NDA#

2. Qombj:nat;; on_product.

If the product contains nore than one active moiety{as defined in
Part II, #1), has FDA previously approved an application under
. section 505 containing any one of the active moieties in the drug
product? If, for example, the combinatien contains—one never-
before-approved active moiety and one previously approved active
moiety, answer "yes." (An-active moiety that is marketed under—an
OTC wmonograph, but that was never approved under an NDA -is
considered not prev:.ously approved.) - -
YES /__/ NO /"'7/

B ]

If "yes," idertify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(sg) .- -

NDA#

NDA#

NDA# —

- - -

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO, " GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

—PART III THREE-YEAR EXCLUSIVITY FOR NDA‘S AND SUPPLEMENTS

.To qualify for three years of exclusivity, an appl:.cat;-..on oY
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant.® This
section should be completed only if the answer to PART II, Question

1 or 2 was "“yes."

Page 4




1. Does the application contain reports' of «clinical

investigations? (The Agency interprets
to mean investigations conducted
bicavailability studies.) 1If the appl

"clinical investigations"
on humans other than
ication contains clinical

investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes,*® then skip to

question 3(a). If the answer to

3(a). is “"yes" for any

investigation referred to in another application, do not complete
remainder of summary for that investigation.

-

B YES

/=7  No /. /

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval® if the
Agency -could not—have approved the appl*cation or supplement
without relying on that investigation.  Thus, the investigation is

not essential to the approval if 1) ne

clinical investigation is

necessary to support the supplement or application in light of

previously approved applications (i.e.

. information other than

clinical trials, such as biocavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505 (b) (2)_application
‘because- of what is already known about a previously approved
- product), or 2) there are published reports of studies (other than ..
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to
' support approval of the application, without reference to the

clinical investigation submitted in the

application. .

(a) In light of pPreviously approved applications, is a
- clinical investigation (either-cenducted by the applicant or

available from some other source,

including the published

literature) necessary to support approval eof the application

or supplement?
: - YES

Yl NO /_-/

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY TO

SIGNATURE BLOCK ON PAGE 8-

(b) Did. the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug product

and ‘a statement that the publicly

available data would not

independently support approval of the application?

YES

Page'S

/__/ NO /_T/



(1) If the answer to 2(b) is "“yes,* do you personally
know of any reason to disagree with the applicant’'s
conclusion? If not applicable, answer NO.

YEs /__/ w0/ =T

- If yes, explain:

"(2) If the answer to 2(b) is "no," are you aware of
published studies -not . conducted or sponsored by the
applicant or other publicly available data that could

- - - this drug product?

- : R . yesY/_/ wo /<7

If ves, explain:

(c) If the answers to (b)(1) and -(b)(2) were both *no,"
( - identify the clinical investigations submitted in the
application that are essential to the approval:

-~

Studies comparing two products with the same ingredient (s). are
- __considered to be bicavailability studies for the purpose of this
section. .

3. In addition to being essential, investigations must be "new" to
support exclusivity. The agency interprets “"mew clinical
investigation" t0 mean an investigation that 1) has not been relied
on_by the agency . to demonstrate the effectiveness of a previously
approved drug for any indication and 2} does not duplicate the
results of another investigation that was relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved
application. ) - -

Page 6—

independently demonstrate the safety and effectiveness of



a) For each investigation identified as "essential to the

approval, " hag the investigation 1:gen relied on by the agency - 1A

) nectrate-the effectiveness of a prevxously approved drug
product? (If the investigation was reljed on only to support ’
‘the safety of a previocusly approved drlg, answer *no.")

Investigation #1 YES /Y / NO /___/

— ——

Investigation #2 YES /\/ / NO /__/

If you have answered "yes" for one or more 1nvestlgat16ns
identify each such xnvestlgatlon and the NDA in which each was
relied upon: _ - -

- : W
b) For each . 1nvest1gatlon 1dent1f1ed as essent;alﬂixL_thE_ DNS“

_ approval", does the inve licate. the results of oA
an ion that was relled on by the agency to

support the effectiveness of a previously approved drug
product? _

Investigation #1 YES / t;;// NO /_ _ %

Investigation #2 YES / / NO /< / _—

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
on:

Thio NDA_20-496

- - EY

.¢) If the answers to 3(a) and 3(b) are.no, identify each "new"
investigation .in the application or supplement that is -
essential to the approval (i.e., the 1nvest1gatlons llsted in

— #2(c), less any that are not "new"):

Page 7
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APPEARS THIS WAY

o

ON ORIGINAL

IND # YES /___/

4. To be eligible for excluysivity, a new investigation that is
essential to approval must also have been conducted or sponsored by
the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the
investigation, 1) the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecesscor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing 50
percent or more of the cost of the study.

None.

a) Fop”each investigation identified in response to guestion

3(c)? if the investigation was carried out under an IND, was

_the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 L ~ Aj197'

IND $., . YES /__J t NO /__/ Explain: __ -'/Wﬂ_lm,

Qo dmm amm

Investigation #2

!
}
en bem jem

-~ -

(b) For each investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant’s predecessor in
interest provided substantial support for the study?

-

Invesiigation_#l

YES / [/ Explain NO /____. Explain

Investigation #2

YES /___/ Explain NO /__ Explain

Bam dam 0w tmw GEm A e AR EEE ST SR AR e PR mt Semk

o

. Page 8




P

{(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should not
be credited with having "conducted or sponscored" the study?
(Purchased studies may not be used as the basis for
exclusivity. However, if all rights to the drug are purchased
(not Jjust studies on the drug), the applicant may be
considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES /___/ NO /_.

If yes, explain: -

— Yoter
S t . D .
ricien BHINY ape 1

W\

‘Date 1

cc: Original NDA Division File HFD-85 Mary Ann Holovac

APPEARS THIS WAY
ON ORIGINAL
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PEDIATRIC PAGE

!Cuwhui«dlmdmlhmmddlsﬂimwmlmts}
lGTE. A new Pediatric Page must be completed-at the tiriie of sach action even though one was prepared at the t:m of the last action.

woatD=4f  sopenen s OOS ticoone:sr se2 st3 sea 565 568

~ ﬂFSLOT tade and generic names/dosage form:

\

indicationts) previousty approved 0 .S' AOTurner™ To 8ISV ¥ n(nclz — nv fc/‘émlj

Pediatric information in [abeling of ap icationis} is ade adequate L) /A
hwmdmdummﬁamﬁuuunm%uﬂﬂnm
NeCahmsS Se€e/70

FOR SUPPLEMENTS, ANSWER THE FOLLOWING QUESTIONS IN RELATION TO THE PROPOSED INDICATION.
1S THE DRUG NEEDED IN ANY PEDIATRIC AGE GROUPS? __ Yes {Continue with questions) __Na.{Sign and retum the farin)
WHAT PEDIATRIC AGE GROUPS IS THE DRUG NEEDED? {Check s that apply) - , o

__ Naonates {Birth-Tmonth} _ infants {imonth-2yrs! __ Chidren (2-12yrs} _ Adolecents{12-16yrs) . - : B

— 1. PEDIATRIC LABELING IS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Approprists informatian has honn submitted inthis or previous. ©= . — -
mpﬁmmnsandhuummquawy summarized in the {abeling to pamutumflmw-hbe&n for &l pediatric age groups. Further information is not

fequired.
.2 PEDJATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS. lppwpnm information has been submittad in this or previous applications and

hashmmqumtvmmdn“WmmmuuﬁmmW&mMmmeulﬁmmmmmhmm
hutnotneonmsl. Hmhemfomuuonlsmmqwed.

3. PED'ATRIC STUDIES ARE usznsn. Thers is potential for use in children, and furthar information is required to permit adequate abeling for this use,
— Amwdnshgfnmﬂa_ﬁmkmdciuﬁupﬁumhummdtopmﬁeﬂnmmmmm -
( b, A new dosing formulation is neaded, howsver the sponsor is gither not willng to provide it o5 is in negotiations with FDA.

—t. The applicant has committed te doing suth studies as will be required,

= {1} Studies are ongoing,
{2) Protocyis ware submitted and approved. N :
{3} Protocols wers submitted and are under review., ——— i :
{4} 1% no protoco! has been submitted, attach memo deserbing status of discussions. .

__d. 1 tha sponsor is not wiling to do pediatric studies, attach copies of FIA's written request that such studies be done and of the sponsor's
written respense to that request. , —

A4 PEBIATMGSTUBIESAREIUTNEE:ED mmmmmmmmhmm Attach memo axpieining why
i studies arg not nesdad,

5. ¥ aone of the ahove apply, attach an explanation, 25 necessary. , .
ARE THERE ANY PEDIATRIC PHASE IV COMATTIAENTS IN THE ACTIOR LETTER? . __/__(
ATTACH AN EXPLANATION FOR AXY GF THE FOREPQING ITEMS, AS NECESSARY. -
Thi page was complated bsse -fmmmﬂfp/('#/ RENEAS  ta;. mocdica eview, madical oticer, eam s

gnazieé of Preparer and Titie

( odg NoaraLe 12049, - f’DQS' :
.  HF /_ |vﬁ_le ) n

Sres a4 amioa
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Hoechst Marion Roussel

April 8, 1999
Hoechst Marion-Roussel, Inc.
10236 Manon ’:6':7 Drive
Majl: .0, Box
Solomon Sobel, M.D. Karsas c:y(.'ug g;_mv
Disctor e
Food and Drug Administration — '

Center for Drug Evaluation and Research
Division of Metabolic and Endocrine Drug Products (FIFD-510)
Office of Drug Evaluation II
Attention: Document Control Room 14B-19

~5600 Fishers Lane- -
Rockville, MD 20857 .

Subject.” Amaryl® (glimepiride Tablets)
NDA 20-496 :
Debarment Certification for Supplement 005 -

¢ —

Dear Dr. Sobel:-

| Rererencc is made to our Amaryl supplement 005 oontaxmng the Geriatric
Use subsection submitted on August 25, 1998. Enclosed is the debarment
certification for supplement 005.

Please contact me at 816-966-5381 (FAX. 816-966-6794) if you haveany ——
questions regarding this debarment eeruﬁcatxon

S@MW

Carol Childers, PharmD -

Associate Regulatory Analyst ~ - T
US Regulatory Aﬂ'an's. Marketed Products =~ 7 AEBEARS THIS WAY
‘HOECHST MARION ROUSSEL, INC. ON ORIGINAL

Buclosre

Hoechst "

Hoechst Marion Roussel
The Pharmaceurical Compeny of Hocchs



- Debarment Certification

~ Hoechst Marion Roussel, Inc. hereby certifies that we did not and will not
use in-any capacity the services of any person deSarred under Section
306(z2) or (b) in connection with Supplement 005 for Amaryl® (glimepiride
tablets).” —- - =

() Nt /) 2U ooy

J.Michael Nicholas, PhD Date
Director, Marketed Products - e
US Regulatory Affairs }

~ - APPEARS THIS WAY
ON ORIGINAL
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APR =6 199
NDA 20-496/S-005

Amaryl (glimepiride) Tablets -
" HMR

J—

Date of or;g;nal submission: August 25, 1998, one amendment dated
February 11, 1999

Supplement provides for a Geriatric Use subsection in the
PRECAUTIONS section of the package insert as per 21 CFR
210. 57(£)(10) “_

- 1. ND DSI audit was needed or raquostod.
2. - No safety update wasw:oqp;:od as all of the studies
- referenced in this submission were part of thae" orzg;nal
NDA, and were pzovzously reviewed. -

3. No integrated summaries of safety and efficacy were
part of the medical officer’s review, as none were
required. -

4. _ No statistical, chemistry, hidpha:macology or
pharmacology reviews are included in this action
package, as they were not required. -

5. For this submission, the group leader’'s review is the

//same as the medical officer’s. ,
/ g

L_LS/ B ‘4/@/%

[~
_Saul Malozo ki, M.D. Jana Weber, RHPM.

APPEARS THIS WAY
~ " ON ORIGINAL -



NDA 20-496/8-005
Amaryl (glimepiride) Tablets
HMR ‘

NO EER WAS NEEDED FOR THIS SUBMISSION.

APPEARS THIS WAY
" QN ORIGINAL -




NDA 20-496/S-005

Amaryl (glimepiride) Tablets
HMR

FONSI REVIEW/ACTION WAS NOT NEEDED FOR THIS SUBMISSION.

- - APPEARS THIS WAY
on ORIGINAL
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), DEPARTMENT OF BEALTH & HUMAN SERVICES Public Health Service
i Food and Drug Administration
) - Rockville MD 20857
NDA 20-496/8-005
_ Hoechst Marion Roussel, Inc.
10236 Marion Park Drive SEP 4 m9g
: Kansas City, Missouri 64134-0627 .

Attention: Cora Collins .
US Drug Regulatory Affairs, Marketed Products B

Dear Ms. Collins: - - T B o
i We acknowledge receipt of your supplemental #pﬁuﬁon for the following: ) o
_ Name of Drug: . Amaryl® (glimepiride tablets) '
- NDA Number: 20-496
: Supplemé;zt Number: S-005 i i
Date of S;:ppleme;lt: ' August 25, 1998 "
! . Date of Receipt:  August 26, 1998 S . -

| Unless we find the applxcatlon not acceptable for ﬁlmg, this apphcatlon will be filed under Section
505(b)(1) of the Act on October 25, 1998, in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

g

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510

Office of Drug Eveluation II _
Attentior.: Document Control Room 14B-19 -

5600 Fishers Lane -

Rockville, MD 20857 -

o S )

Enid Galliers
Chief, Project Management Staff
Division of Metabolic and Endocrine
Drug Products, HFD-510
— : Office of Drug Evaluation IT
Center for Drug Evaluation and Research

{

AN IO I e s e+ = e oy e et e

P




- CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 20-496/S005

- CORRESPONDENCE
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Please provide addition
r . 1]

]

i

al it‘gfonnatiqn on your Geriatric population usinﬁ this chart below, '

1

oo™ Number ?  JHObAIC HbhAIC |, ! o Severe | Other
Age Baseline (at end) Hypoglycemic Evenlts,
1 SD (initial)
|

65 - 69 !

70 -75 3

5% & |

e B
(ﬂul‘b

Plemse inclvde "1

), o
Hee dbove chant Fan At

A '

APPEARS THIS way
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- Hoechst Marion Roussel

O{\[\):;\,Af

NDA SUPF ALZD
wember 24,1999 5E%- ovs OL - -
Hoechst Marion Roussel, Inc.
Solomon Sobel, M.D. 10236 Marion Park Drive
Direcor ot
- Food and Drug Administration . Telephone (816) 966-5000
Center for Drug Evaluation and Research U.S. Web site: www.hmri.com
Division of Metabolic and Endocrine Drug Products (HFD-510)
-~ Office of Drug Evaluation I ; _
Attention: Document Control Room 14B-19 "“D \
5600 Fishers Lane : - .- REC : B
— Rockville, MD 20857 NOV 2 61999 - 3]

Subject:  Amaryl® (glimepiride Tablets)

NDA 20-49 . a8E” R
ment (Number 2) for Prior Approval IR . '
Geriatric Labeling Supplement (5-005) .

Dear Dr. Sobel:

- - Reference is made to our supplemental new drug application dated August 25, 1998, to the approvable letter dated June 4,
_. 1999, and the first amendment sent to the FDA on November 11,1999

( e November 11, 1999 amendment, the annotated draft labeling tab contained draft labeling that was not annotated.
The enclosed annotated draft November 1999 prescribing information should replace what was submitted behind the
annotated draft iabeling tab in the November 11, 1999 amendment. .

Please contact me at 816-966-5381 (FAX: 816-966-6794) if you-have any questions regarding this sgt;nﬁssion.

@mohdyM QLMM/ *
Carol Childers, Phs ' ' .

Regulatory Analyst iaswsws COMPLETED -
US Regulatory Affairs, Marketed Products 1
HOECHST MARIONROUSSEL,INC. . L 090 ACTION: -

f"u. v D LlAL L ANERD
cc: Jena Weber, Project Manager R
Enclosure

/ pa“‘s oq?ﬁd‘(ﬂp«f ;,: RATIALS el -
e |

_37 {a),(,
rep!

(' . o Hogchs“{ "

— ' Hoechn Marion Rouasel
R ‘The Pharmaceutical Company of Hoechst




- Attention: Document Control Room 14B-19~ —

Rockville, MD 20857 o o

Subject: Amaryl® (glimepiride Tablets)

Hoechst Marion Roussel

; - 7“.-'...
- !- -...i'\.u['\i !:.

June 15, 1999 NDA SUPP AMEND Hoechst Marion Roussel, Inc.

10236 Marion Pzr-k Drive
Mail: P.O. Box 9627
Kansas City, MO 64134-0627

Solomon Sobel, M.D. R , Telephane (B16) 966-5000
Director U.S. Web site: wow.hmri.com

Food and Drug Administration .
Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products (HFD-S 10)
Office of Drug Evaluation II

5600 Fishers Lane

NDA 20-496
Intent to File An Amendment for Supplement 005

Dear Dr. Sobel: \ -

'Reference is made to our supplemental new drug application dated August 25, 1998 and to your

response dated June 4, 1999 which I received on June 15, 1999
This correspondepoe is to notify you of our intent to file an amendment under 21 CFR 314.110.
This letter is being faxed and a hard copy is being sent via UPS today, June 15, 1999.

Please contact me at 816-966-5381 (FAX: 816-966-6794) if you have any questions regarding this
correspondence. )

Sincerely, .
Carol Clnl ers, P | — o
Regulatory Analyst APPEARS THIS WAY
US Regulatory Affairs, Marketed Products ON ORIGINAL
HOECHST MARION ROUSSEL, INC. - -

cc: Jena Weber, Project Manager

"~ Hoechst"

: Hoechst Marion Rousse]
o "The Pharmaceutical Company of Hoechst




' Hoechst-Marion Roussel

April‘f:, 1959
Hoechst Manion Roussel, Inc.
ﬁs Marion P’a‘ﬁ;’ Drive
- il: £.0Y. Box
Solomon Sobel, M.D. Kanss City, MO 641340627
Diretor T e
Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products (HFD-510)

Office of Drug Evaluation II

Attention: Document Control Room 14B-19 k )
5600 Fishers Lane - -

Rockville, MD 20857 T

Subject Amaryl® (gllmepxride Tablets)
- NDA 20-496
' Debarment Certification for Sﬂp_lem'ent 005

Dear Dr. Sobel:

Reference is made to our Amary! supplement 005 containing the Geriatric
Use subsection submitted on August 25, 1998. Enclosed is the debarment
certification for supplement 00s.

Please contact me at §16-966-5381 (FAX. 816-966-6794) if you have any
questions regarding this debarment certification.

| SM

— " Carol Childers, PharmD

Associate Regulatory Analyst '
US Regulatory Affairs, Marketed Products - _
HOECHST MARION ROUSSEL, INC. APPEARS THIS WAY

Enclosure ON ORIGINAL




b e — e —— -- - —— .
_ t{oechst Marion Roussel
\ — . L
( cbruary 11, 1999 OR’G!NAL —
. e sarom: of th
—~ o Tt
. . i
. wagnancy shoukd ¢
Solomon Sobel, M.D. NDA supp AMEND Hoechst Marion Roussel, Inc. o
_ Director 805 A~ 10236 Marion Park Drive : e
Food and Drug Administration Kankas i, MO 140627 . i, b
Center for Drug Evaluation and Research Telephone (816) 966-5000 e oot
Division of Metabolic and Endocrine Drug Products (HFD-510) " “® = "™ ~mri.com -
Office of Drug Evaluation II - N
Attention: Document Control Room 14B-19 S wmﬁuﬁ _
5600 Fishers Lane — ' ey ':’ ~-
Rockville, MD 20857 . o o - o 2:";':'{.:;%
T o T1me ) e
Subject: Fyi@-(glimepiride Tablets S N/ LD
Qv ’ \ S e
FINAL PRINTED LABELING . i e - R Pk
‘ OR GERIATRIC LABELING SUPPLEMENT (S-005) . - G Aow
Dear Dr. Sobel: — - - e
- s ' ) rwakad o 2t st ™
( eference is made to our Changes Being Effected Geriatric Labeling Supplement sent to the Division of s s
Metabolic and Endocrine Drug Prodiicts on Au 1998 and the Agency's Acknowledgement letter .,
dated September 4™ 1998. Enclosed are 16 copies of the FPL for Amary!®, edmon date August T998 m_
which are identical to the draft labeling submitted on August 25", 1998. Ten 6 pi 10
individually mounted on heavy-weight paper. i
— 1
Please contact me at 816-966-5381 (FAX: 816-966-6794) if you have any questions regarding this _ , bt ¢ ncince
submission. - W rporind Chokest
- Smcerely, :n:f"ﬁuf:

jaW/ )—nmmscomsm ‘ 1 :

Carol Childers, PharmD

€SO ACTION:
Asscciate Regulatory Analyst MEND
US Regulatory Affairs; Marketed Products CIETTeR DNM E
HOECHST MARION ROUSSEL;-INC. OATE
i ¢SO INTIALS

Enclosures .

i Hoechst"
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Hoechst Marion Roussel
; woa N0, 2 Forer. o 220
& SUPPLEREET  woa surpL FOR _SIR

Hoechst Marion Roussel, Inc.

10236 Marion Park Drive

Soiomon Sobel, MD o Mail: PO. Box 9627
Director Kansas City, MO 64134-0627
Division ofMetabonc and Endocrine Drug Products Telephone (816) 966-5000
Office of Drug Evaluation I LS. Web she: www henricc
Center for Drug Evaluation and Research (HFD-5 IO)
Document Control Room 14B-04- - B
5600 Fishers Lane B -
Rock_villc, MD. 20857 o -
Subject: NDQQ-_QG._——— ' ERIATRIC LABELING SUPPLEMENTN
AMARYLE® . — CHANGES BEING EFFECTED

(glimepiride tablets)
Dear Dr. Sobel:
Enclosed is draft prescribing information for Amaryl Tablets which has been revised to include a “Geriatric

- Use” subsection in the PRECAUTIONS section per 21 CFR 521’."57(1)( 10) as follows: —_

For your =x"wrence, tl;e following are enclosed: / ﬂ/ J‘:’

Revised prescribing information with changes highlighted.
Annotated prescribing information.
Current prescribing mfonmnon, edition date 11/96.




August 25, 1998
~ | NDA20496
Amaryl
| Geriatric Labeling Supplement (continued)
: Page2

1f you have any questions or need additional information, please contact me at 3 16/966-4349
(Fax 816/966-6794.). - .

T Tl

Cora Collins
US Drug Regulatory Affairs, Marketed Products

lig
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No{re;muer 11, 1999 -

-
i v .

l' !".2
.

_ Y N A T ~ Hoechst Marion Roussel
i AMEND
Solomon Sobel, M.D. m sUPP (
t"( Director 5 C% U Y / i

Food and Drug Administration
Center for Dmg Evaluation and Research Hoechst Marion R I, Inc.

" Division of Metabolic and Endocrine Drug Products (HFD-510) \es oechst Narion Rousse, Inc
Office of Drug Evaluation IT \ 1, 10236 Marion Park Drive
Attention: Document Control Room 14B-19 P Mail: PO. Box 9627
5600 Fishers Lane “A o Kansss Chy. MO $4134.0627

~ Rockville, MD 20857 }Mbsine www.hmri.com

av*“‘

Amaryl® (plimepiride Tablets)
NDA 20-496

" Amendment for Prior Approval
Genatnc Labeling Supplement (S-OOS)

Dear Dr. Sobel:
Reference is made to our supplemental new drug application dated August 25, 1998 and to the gggmxabls.l:ner_daied
June 4, 1999. Hoechst Marion Roussel, Inc. is providing additional information on the geriatric population as requested in ——
the approvable letter. A revised Geriatric Use subsection within PRECAUTIONS is incinded in the draft November 1999
Amaryl PI and is in accordance with 21 CFRZOI.S'I(DHO)(::)(B) This amendment responds.to all deficiencies listed in > o
the June 4, 1999 letter.
- For the Geriatric Use subsection in the draft November 1999 Amaryl PI within this submission, the numerator and
( denominator patient numbers are different than the sumbers submitted in the August 25, 1998 Geriatric Use supplement.
- This is due to interim analysis being used for US Protocol 301, since this protocol had not been completed at the time of- -
the ofiginal NDA submission. For the data listings in this submission under Tabs 7 and 8, the final analysis for US
Protocol 301 was available in the US Clinical Database. These differences between the November 1999 PI and what was
submitted on August 24, 1998 are noted for deletions as red strikeouts and additions as blue double-underlines.

~ The following information is listed in the Table of Contents and-provides Support for these changes: ;

Draft labeling (Novcmber 1999 edmon)

Annotated draft labeling (all changes are hlghllghted)

Tables 1 - 4 provide additional geriatric information as requested in the June 4, 1999 approvable letter.
Geriatric Use Regulation

Diafeta approvable letter

Tabs 1 - 22 contain listings that support Tables 1- 4

SR ol ol o

Please contact me at 816-966-5381 (FAX: 816-966-6794) if you have any questions regarding this submission. -

(arale) i)

Carol Childers, PharmD

Regulatory Analyst

US Regulaiory Affairs, Marketed Products
.- “HOECHST MARION ROUSSEL, INC.

"« Jema Weber, Project Manager
Enclosum -

'Hoechst"

Hoechat Marion Roussel
The Pharmaceutical Company of Hoechst




